Regulation of correct endo-and exocytic trafficking is central to maintaining cellular homeostasis. Internalised cargo proteins, lipids and nutrients enter intracellular sorting stations called endosomes, and perturbations of endosomal trafficking and lysosomal degradation are implicated in the onset of neurodegenerative diseases including Alzheimer's disease (AD), Parkinson's disease (PD) and Down Syndrome (DS). Recently an evolutionarily conserved endosomal protein trafficking machinery called the COMMANDER complex was identified (Fig. 1) . This large assembly is potentially composed of 18 core subunits, mutations of which have been associated with X-linked intellectual disability, PD and dementia related disorders.
